Experimental

Computational methods
Poly(N-isopropylacrylamide) (PNIPAAM) is known for its interesting temperature responsive property that has been utilised in various applications. 1, 2 At low temperatures, it exhibits coil like structure which is stabilised due to intramolecular hydrogen bonding. At a higher temperature, it takes on a globular structure, which is stabilised due to intermolecular hydrogen-bonding with solvents. [1] [2] [3] We carried out implicit, followed by explicit solvent simulation to obtain the low and high-temperature structures of the polymer. For both calculations, a linear ordered structure of PNIPAAM was used as an input structure (refer to Figure 5a of the main article). Due to the computational cost associated with the modelling of long chain polymer we judiciously chose polymer having only 60 monomer units.
The geometry and charges for the monomer unit of PNIPAAM were obtained from density functional theory (DFT) calculations using the hybrid B3LYP functional 4 and the 6-31G* basis set 5 as implemented in the Gaussian 09 program. 6 The geometry for polymer with 60 units has been generated byrepeating units of N-isopropylacramide (NIPAAM) and bysaturating the terminal units with methyl groups. Partial atomic charges for the whole polymer unit were then fitted from the restrained electrostatic potential (RESP) 7 procedure with the constraint that the two methyl groups are neutral. The general Amber force field (GAFF) 8 was employed to model PNIPAAM.
The actual transition temperature for coil-globular structural transition depends on the system size and the rate of heating. 9 Since our aim was not to study the structural transition itself in detail, we studied the polymer at two different, well-separated temperatures. The structures at the input geometry and the representative structures for low and hightemperature PNIPAAM structures are shown in Figure 5a , 5b and 5c of the main article, respectively. As can be seen, indeed the PNIPAAM polymer exhibits a coil-globular structural transition with increasing temperature. The final structures of the PNIPAAM corresponding to low and high temperatures were taken for the further studies on their interaction with anti-TnT and TnT. Five different molecular docking studies were carried out using Hex online server to get the structure of the most stable complex, which was then used for subsequent molecular dynamics and free energy calculations. The complex systems studied are (i) anti-TnT:TnT, anti-TnT:c-PNIPAAM, anti-TnT:g-PNIPAAM, TnT:c-PNIPAAM and TnT:g-PNIPAAM. Here, c-PNIPAAM refers to low-temperature PNIPAAM with coil-like structure. The g-PNIPAAM refers to the high-temperature PNIPAAM with globular structure. The various abbreviations used in the table are given in the Table footnote. 
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